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Claims 1-30, 33, 40* 43 and 44 mm prevbusJy cancelled. Claims 31*37, 
30, 41 and 42, the only claims pending* am rspcted in a Final Offce Action mated from 
tie PTO on October 13, 2006. umtef two 35 USC 112, first paragraph rejectiorcs, fronr 
which this appeal is taken. The claims are identified in attached: Cl^llSAPPEMDlX- 



STATUS OF AMENDMENTS 



No amendments have been filed since the October 13, 2006 Final: 
Office Action from which this appeal Is taken. 



Second 35 USC 112, Er$t . Paragraph R efecjonlfe 

Claims 31-37, 39, 41 and 42 stand rejected under 35 USC 1 12, as a 
refaction of "new matter; 1 based on a finding of lack of literal support in the Specification 
for a proviso added to the mti. of Claim 31: 

Applicants [slcj have amended the claims to include a 
negative proviso limitation of "the non-MISi-portion of said 
fusion protein or said fusion polypeptide does not contain: a 
cell adhesion site". Applicant d irects the examiner to page 
21 , lines 1-14 and page 89, lines 8-13 for support of this now 
limitation. However, the pages direct [sic] are drawn to the 
explanation of why the fusion protein would contain an 
additional binding site to which celts could potentially blind. 
There is no specific' indication or disclosure that support a 
negative limitation or specific exclusion of fusion proteins 
missing a ceil adhesion site as now currently claimed. 

[October 1 % 2008 Final Office Action, page 3 S Section 5,j At page 5 of the fesamiriafe 

Answer, the Examiner repeats the finding of feck of literal support in the Specification for 

a proviso added to the end of Claim 31 , stating that "Appellant is invited to point to clear 

support or specific examples of. the claimed invention In the specification as-filed, by 

specifically pointing to further support for the negative limitation currently claimed," 

[Examiner's Answer, paragraph bridging pages 5-8.] 

At pages 8-9., the Examiner further states: 

Appellants have amended the claims to include a negative 
limitation such that the non-MN portion of the fusion protein 
Is to lack any cell binding sites in which MM would be 
capable of binding .... The support provided by the 
appellant does not provide those of ski! In the art with any 

explicit of implicit support that alt norHVIN portions of the * 

fusion protein should lack: or be screened of potential binding 
sites, 



ARGUMENTS 

Lias 

The first 35 USC 1 12 , 1 S:! | rejection concerns the meaning of the phrase 
In Claim 31 , lines 4-8:. "wherein said site's amino acid sequence comprises an amino 
acid sequence selected fmm the group consisting of SEQ ID NOS: 10 and 88-103, . . 
, s1 The Examiner's Reply includes SEQ 10 NO; SO within: the Markusfc group. The 
Applicants respectfully point out that the Markush group does not include SEQ ID NO: 

The Examiner's Answer reiterates that: 

[fjhe claims recite "an amino acid sequence" of any one of SEQ ID 
No: 50 (s/c| t 10, or 98-10 [sic] as part of the of the Invention. This 
reads on a fragment as small as two amino acid fsio] found within 
the sequence of SEQ ID No: SO |sfct 10, or 9B-1Q3," 

[iMOiQiO MWi at page 3, 1 B *.full f] 

The Examiner's Answer also reiterates "that appellant may overcome this 
rejection by amending the claims to melt© a peptide 'comprising 'the amino acid 
sequence?* [Examiners Answer, at page 5, ;2' Bi full f ; emphasis in original.] 

Appellants respectfully repeat their argument presented in the Appeal 
Brief, submitting that the first 35 USC §11.2* 1 SE f rejection of the October 13, 2006 Final 
Office Action is improper as it constitutes a rejection of standard Markush group claim' 
language in independent .Claim 31, Appellants respectfully su bmit thai the phrase at 
issue from the first paragraph of Claim 31 - "wherein said site's amino acid sequence 



1 , The Exarniriers. Answer refers at page 3 in the first full f| to SEQ: ID NO: 1 being 
within the Markush group; however, that is an 'obvious error as SEQ ID NO: 1 Is 
not an amino acid sequence but the full length eDNA (1522 hps) of the MH gene. 
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comprises an amino add sequence selected from the group consisting of SEQ ID 
NOS,: 10 and 98-103 . . (emphasis added) - lis forms! Maricush group claim 
language that inherently refers to the fulMenoth amino acid sequence of one of a group 
of amino add sequences identified by SEQ ID NO®., and would not be understood by 
ones of skill in the ar! to- include within said group "a fragment as small as two amino 
acids , , , M from within one of the listed amino acid sequences, as argued by the 
Examiner. 

Appellants respectfully question what is the antecedent of the Examiner's 
suggested phrase "the amino acid sequence. . . *? In Claim 31 » the only antecedent 
could be ''said site's amino acid sequence, 1 ' but It Is that amino acid sequence thai 
comprises- %n amino acid sequence selected from the group consisting of SEQ: ID 
NOS: 10 and 98-1 03, . , , R Appellants are respectfully reluctant to change the "an" to a 
"the" under the circumstances, wherein the antecedent for "the, amino acid sequence' 1 is 
ambiguous, and such a phrase adds potential ambiguity to the Independent claim. 
Appellants have and do remain respectfully open to alternative claim language with the 

equivalent Intended meaning. 

Appellants respectfully conclude that the Invention as disclosed in the 
Specification as identified shove was well within the Appellants' possession at the time 
the instant application was filed. Appellants respectfully request that the BPAi reverse 
the instant. 35 USC §112,. first paragraph rejection in. view of the above remarks end the 
standard Markush group language at issue. 
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Cha^ctenzation as Mew Mater 

Appellants respectfully maintain that the second 35 USC 1 12, paragraph 1 
rejection is Improper as a "new matter* relation of subject matter thai is not "new 
matter" but Instead constitutes a negative limitation clearly inherent in the Specification, 
Appellants respectfully maintain that the darication of inherent characterization does 
'mi sdcf new matter to an application. fS@o s for example, lore Snwtlm 1 78 USPQ: 279 
(CCPA 1§73}.j 

The fallowing proviso, that is at issue, was added to the and of Claim 31 
for greater clarify and particularity: "and wherein if said MN protein or said MN 
■polypeptide is a fusion protein or a fusion polypeptide. Iho non-y N portion of said: fusion 
pmtein or said fusion, polypeptide does riot contain: a cell adhesion site/ Appeiiants 
respectfully reiterate that that proviso at trie end of independent Claim 31 only makes 
explicit what on<> of skill m the art would understand from S» implicit teachings of the 
Speolcotioo. 

The words of the proviso oped not ba ths same as the wording in the 
Specification to comply with the written .description requirement. The test Is whether 
the originally fifed specification disclosure m®mm$i? conveys to a parson having 
ordinary ski that applicant had possession of the subject matter later clataed, . . Ex 
fiajtelorensort, 3 USPQ 2d 1462 (Bd Pat App. a interf . 1987} at page 1483; emphasis 
in the original..] 
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Appellants respectfully argue that the proviso at issue is well supported in 
the Specification end is intricately involved En the explanation of how the Appellants 
came to understand the nature of MN's cell adhesion site, that had been previously 
misunderstood as not being "closely related oridanticar to the epitope for the M;7S 
monoclonal antibody. £As explained throughout the Specifications, for example, at least 
at page 62, Ira 29-32, and at page 69, lines 8-1 3. j 

Appellants respectfully submit thai the two passages cited from the 
Specification in the Appeal Brief as providing support for the proviso of Claim 31 [at 
page 21 lines 1-14: and at. page 69, lines 8-13], in addition to describing the use of MH 
fusion protein®, are also significant for the details concerning coll adhesion inhibition 
assays in the P terse h bach or and Ruohstehli 1 984 article [cited In the Specification at 
page 21, line 13, and incorporated by reference at page 74. line 32 of the Specification}; 
and for the logical inference from the finding that the cell adhesion inhibition assay of 
Zavada et at j 1nt J, OneoL 10 : 85? (199?)] led to wrong conclusions because the GST- 
MH fusion protein used contained a second blinding ait©, Appellants will dteeusc those 
points further below. 

Appellants respectfully reiterate that the-MPEP at §21 83.07(a) makes it 

clear that: a specification ss interpreted according to what .on® of ordinary skill in the art 

would understand Is supported both explicitly and Implicitly, and that the dates may be 

amended accordingly without adding new matter: 

By disclosing in a patent application a device that Inherently 
performs a function, operates according to a theory or has 

an advantage, a patent application necessarily discloses that 

function, theory or advantage, even though it says nothing 
explicit concerning it. The application may later be amended 
to recite the function, theory or advantage without 
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introducing the prohibited new matter, in m Reynolds , - . 
170 USPG 94 (CCPA 1971); in re Smythe , , , 178 USFQ 
279 (CCPA1973), 

According to the Specification, the IMg^ of the representative 

SMiN fyO-tength protein that was used successfully in Example .2 of the Specification to 
Identify fvlhfs ce^l adhesion site, over the inoperative GST-MN fusion protein used in 
Zavada at at. 1997 was that the representative MM full-length protein d|d n ot cojtt|a. 

second ceil, Mhtsfon site > Appellants explain beSow how that advantage was inherent 

In the passages cited for support, 

B^i.EifM9t.^j!^J^APP:f^i Specification at page 21, Ones 1-14 

in addition to referring to the use of MM fusion proteins hi the assays of 

the mventton, the first passage cited by Appellants for support slated in part; 

Further, peptides, comprising the expected binding site can 
be synthesized. A! of those products can be tested in cell 
adhesion assays, as exempted below, [See, e.g M 
Pterschbacherand Ruoslahti, PNAS ? Ji; 5985 0984); 
Ruosfahti and PEer&chbacher, Ic|eQCe,, 238; 491,] 

[Specification, at page 21 f lines 11-14,] The cited Piersdibacher and . Ruoslahti 1984 
article [copy attached] was incoipo'rsrteti in the Specification by reference [Speefatbn, 
at page 74 : lane 32] T and provides teachings concerning ceO adhesion inhibition assays 
which support the proviso of Clmm 31 and are exemplary of what was known 
conventionally m the art many years before the subject application was fifed. Although 
Appellants: cited the passage referencing that Piersehbacher and Ruoslahtl article In the 

Appea[Brfel, Appellants would like to explain the particular relevance of that article to 

the negative proviso of .Claim 31 
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in particular, Pierechbachsr and Ruoslahtl 1984 - teach that if a second ce 
adhesion site Is present m a protein, I!: can alter the biological properties of a first cell 
adhesion site: 

The- new mil atlachment-promaOng peptide sequences 
described here re^se several intriguing possibilities regarding 
the ceil atfacNment-pfomoting activity in flhronao^n vahants 
and: other proteins. The sequence Pro-Arg-Gly-Asp^Va^Asp, 
which fe pmdlsted to occur in some fibronactin ■ polypeptides 
but not In others as a resul;! of alternative RNA springs 
is active m a peptide, suggesting some 




real activities of fibronectins from 



Ifferiiif igirsii such m plasma and eiilturecl calls . , . 
■could ralafttp .the pmi©rsfi of a 
jl 

[Piersohbacher and Ruoslahti 1984; at page 5987, middle of right column; emphasis 
added,] From the conventional art of cell adhesion assays taught by Plerschbaoher 
and Ruosiahti 1984, one of ordinary skill in the art would also know that a non-MN 
portion of an IVIN fusion protein could- potentially contain a second binding site, since 
both Pteroehbacteir and Ruoslahti 1934 [e.g., Table 2 at page 59871 m d the instant 
Specif) cation [at page $&♦ lines 26-30] leach thai cell adhesion site sequences as short 
as 3-4 amino acids could be found in many different proteins. From the explicit 
teachings of the Specification and from tile teachings of what was conventionally known 
in the art, : one of ordinary skill in the art would avoid using* MM fusion proteins or MN 
fusion polypeptides having a second ceii adhesion site that would potentially alter the 
biological activity of MN's ceil adhesion site in the claimed assay. The terminal proviso 

of Claim 31 only rnaKes thai understanding explicit 
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Second Fawmi^. .to Appeal Brief: Specification at pgflft gSJjmMg. 

Appellants also respectfully contend that the added proviso only renders 
explicit a logical inference from the second: passage Cited by the Appellants from ifte 
Specification for support in the Appeal Brief. The second passage cited by Appellants 
for support occurs in the Specification at page 69 t lines 8-13, and summarizes the 
reasons that the results tram Example 2 using the representative fuli-tengfh NN/CA IX 
prote§n were different from those of Zavada M aL 1997 which used the GST-J^N fusion 



protein:: 



There can: be no doubt on the specificity of eel attachment to 
purified MN/CA IX*. it Is abrogated by specific IVIAh M75, at 
a dilution 1:1000 of ascites fluid. Thi§.i$..4 correction to our 
m^mi^MZm^M,^ Int X Oncol, , 10; 8$? 

{iMDihMi^^ 

iclesiMJM-m^ 



[Emphasis added.] 

That last sentence quoted- immediately above from the Specification can 
be rephrased as: if another binding site is present in the MH fusion protein used, then 
the ceil adhesion Inhibition assay does not work correctly, s * In the first statement of a 



syllogism, 



n repress 



ng site is 



m ml 



on ass 



[If A, then not 6 
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[t]he support provided by the appellant does not provide 
those of skill In the art with any explicit or implicit support 
that all'non-M N portions of the fusion protein should lack or 
be screened of potential ceil: binding sites. Even if it were 
scieritiflcaHy sound to determine if there are in fact cell 
binding sites, alternative means could have been used to 
block: those sites such that it would not interfere wstti the 
binding assay. 

Appellants respectfuly submit that ones of ordinary skill in the art, having been alerted 
by the Specification of the assay ending ineffectiveness of add&ionai.cell binding mtes in 
the non-MN portions of MH fusion proteins, rather then selecting fusion proteins 
with additional call, binding sites and blocking such sites specifically, would instead 
avoid the use of such MM fusion proteins requiring additional experimentation, yilliltl 
the intention were to infringe the claims by a kiugy, inelegant get-around attempt. Why 
go to al that unnecessary effort? 

Appellants further respectfully submit that them is other exemplary support 
in the Specification for Claim 31 -s proviso. For example, the Specification at page 83 :; 
fines. 1-3 states: It was concluded that estop Icatly expressed MM protein most ykely 
participates in oncogenesis by inie^enfen into normal ceO-celf contacts- MN's Umimq 
site represents a potential target for which therapeutic agents can be designed." 

As MKTs b hieing site Represents a potentlai target for which therapeutic 
agents can be designed , , , 5 ri one of ord inary skill in the art of drug design would not be 
motivated to include additional non-MN-reiated celt adhesion sites (that are potaialy 
noo^umor-related) in any MM fusion protein used §n the claimed screening assays, in 
fact, one of ordinary ski in the art of drug design would be motivated away from 

including such non-MN ceH adhesion sites, in view of the teaching away of the lenity 
of MN v s can adhesion site, that was caused by such a site m the GSJ4SH fusion prolan 



before thai additional site was Identified, if tumor specificity is an important aspect of 
MH's cat! adhesion site, a second cell adhesion site could interfere with the biological 
activity of MHb distinctive tumowsssociated cell adhesion sie. Why complicate the 
assay with eel! adhesion sites derived from other proteins, that might only aid in the 
design of "drugs" that block the non4umor~assool§ted nort-MN binding sites'? 

To summarize, the terminal proviso of Claim 31 only renders explicit tm 
logical Inference of the Spacioation at page 88, lines 8-13. Appellants respectfuly 
conclude that no new matter was added by the addition of the negative proviso at the 
end of Claim 31 which renders wihat was implicit in the Specification explicit In 
Independent Claim 31. For the reasons provided afeova. Appellants respeciiyty request 
that the second 35 USC §112, f 1 refaction of a! the ponding Aims he mmmmi* 

Respectfully submitted, . 

&eona U Lauder 
Attorney for Applloante 
Registration No, 30.863 

Dated: September 4, 2007 



CLAIMS APPENDIX 



Clam 31 : A method of identifying an organic or an Inorganic molecule 
that binds specifically to MN's cell adhesion- site, to which site vertebrate ceils adhere so 
a ceH adhesion assay, wherein said site Is within MN ? s proteogfycarvyke domain, 
wherein said slip's amino acid sequence comprises an amino add sequence selected 
from the group consisting of SEQ ID NOS: 10 and 98403, said method comprising 
testing an organic or an morgenio molecule in a calf adhesion assay, wherein said eel 
ad hesion assay comp r i ses : 

(a) allowing IV1N protein, which comprises safe* site, and/or MN 
polypep&le, which comprises mM sfe, to bind to a substrate, to which substrate 
vertebrate csHs do not bind; 

(b) rinsing unbound fvIN protein or unbound iMN polypeptide from said 

substrate; 

(c) incubating the bound MN protein or the bound MM polypeptide with 
s&kj organic or morgan to niolecyte, end with said vertebrate ceHs; 

(d) .rinsing unbound vertebrate cells from said bound protein or bound 
MN polypeptide; and 

(a) if saW organic or said inorganic molecute Inhibits the adhesion of said 
vertebrate cells to said yN protein or to said polypeptide, identifying said molecule 
as spoof teaiiy bhdhg to said site;. 

wherein said site, and said protein or said MH polypeptide, are 
specifically bound by the M75 monodonal antibody that is secreted from the hybndoma 
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VU-M?5< which was deposited at the American Type Culture Collection under ATCC 
No. HB 111 28, and wherein said Mtt protein or said: MH polypeptide is encoded . by a 
nucleotide sequence selected from the group consisting of: 
(i) SEQ ID NO: 1; 

(ii) nutfeoiida sequences that hybridize spedffcatiy under stringent 
hybridization conditions of 0,02 M to 0,15 y NaG! at temperatures of 50*0 to JWC to 
the complement of SEQ ID NO: 1 i; and 

(sii.) nucleotide sequences that differ from $EQ ..ID NO; 1 or fremiti© 
nucleotide, sequences of 01) in codon sequence dye to the degeneracy of the genetic 
coda; 

and wherein If sakl M N protein or saki MU polypeptide a fusion protein 
or a fusion polypeptide; the non-MN portion of said fusion protean or saki fusion 
polypeptide does oof contain a calf adhesion site. 

Claim 32: The method of Claim 31 wherein said molecule- ^ organic* 

Claim 33: The method of Claim 31 wherein said molecule is inorganic. 

Claim 34: The method of Claim 32 wherein said molecule is a protein or a 

polypeptide. 



Claim 35: The method of Claim 34 wherein said protein or polypeptide- 
comprises an a mho acid sequence selected from the group consisting of SEQ ID HQS: 



Claim; 36: The method of Claim 34 wherein said polypeptide is selected 
from the group consisting of SEQ \Q HQS: 137 and 138, 

Claim 37: The method of Claim 31 wherein say organic or inorganic 
moiseute, when in contact w^th a vertebrate preneoplastic or neoplastic cell that 




Claim 41 : The method of Claim: 31 wherein said vertebrate ceils am 
mammalian cells* 

Claim 42: The method of Claim 31 wherein said vertebrate cells are 

human cefe, 



abnormally expresses MN protean, inhibits 



a the arowtb of sa^d mil 
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the ceil recogmi- 




MiCHABL D« P j SCB K A C H E R AND Er«S RuOSLAK'.n 

Cask**? Svfcivtor. Ly, I^ls-Cst^r RsH^fCfc S^fc^i'kSi, Jtorsfc Tcttrey ki>&d, Mix.. CA 



k tkv vtdmm&i sSrv&tare zmw$fsfa®& by .cdl» In ttee hrgx, 
»dl^h<? ^jiyeopri*H-«5 iiferauftcsitt. jiow fes*"« ifee 

$w ihk bkS recogtt&sewi $M bj tx&m$ 
sp&fcdk varhm of iM m*n-. mm$&$i$*k moment* 
The mhsto&om -of &>:r sr^Mm* alanine- 

m ghst&ma: add tm ssosrfk : ac«8 sscfe r«$«9ied i» 
ata^&itan of ihe seil st^c^fss^K^|jr^5s><sji^ ^tHty d*&rm> 

smsre res&S&es, sfffne sfersfeas? were c3n*$»ft&E&fc **&fe astiVJs.^' 

iyihwa X ti&ctf&gr smtixm sheared ih&t mi Arg- 

f.iSv-AspVa* s£tjft(tW^ prat&e&tf t«S fee ift mm&< bs« »»£ 

OS&er groistfas. with potoi!M%' »ctiv« A^*GJy«A«^>-X 
<g&gfte&s S&cM-e jsawfcraJ pratefcas: that Af* kssowo fea^mt 

tii^m, lhmmbm< mil dk^Mn^ & ^Imw^imM ^rn^rn iimi 
ms$ be i«voh ( ^ la oeM sggrs^stb^, tv&$U km? 

mqmmi fw ihz mil r^&gn&mh ^ i^ai th$ mt* 
ihh ^jfmm^. We btisffi osa ii&la* $kM this 

smWkzulm (1^3 ; fef revfew, ml. 4} m& with a r^s^c^fe} 

mzsi and spmseliftg -ceils ss ^i^rfsc^ ^v^d ^iih 

r^r^Rc^iiri (S-$; r»v«ew«d sfaref, 4), We have d«Serm^sd.&be 
tompj^te ^sfTi^iry ^n^tii^ of ss^ m tM fihroxtetin 
fjsdctuk shat Ij^^r^:^ with ceil surfaces 0* .10} «ssd hsv<> 

titXi&hmsrii sa^?ibs3k€sJ »k a. md&%&» md xhm ^*t> 
m&ihit thz attachment -of celk to tifej^jKscSits whes \h$y 



^mmi. This mkk mmi ih^m^ ^ ; ^iv^iisvm^ f 



<im&£& h -pxem&t m at least fsv^ other p^crfeisss, at ka:^ 

whkh has a G£y*Arg-G1y-.A&f>*3kr ^cqiK^iCe com^o^ 

of ftbrDflgJiiissa (y:ftpnb3i;slied data). 

To ik^sn^ ^wlse^ £h« stnsct^al r>ei|:ii5ire^^nt^ Jor 5 he 
iwops^ora site* ssssy^ti ih? -edt ei^^h^Sflt^r^^iftg 

s^mbhif^ to Ar|-Gly-A$p-S^ ^ptitk> We tov. tei? thai: 
Jfsss ^i:me r g^yeme, ami aspssrtjs.te residues carsa^i he r<v 
j^aesed ev-en witJj ete-dy sms^ &c-Ms t htitihai $ev£K$ 

aro&u> adds fspiaca. wts^tsKfftJSB of acsivityi Th^ 
pe-fsxiissatiojasin fourth oo^iitou aJ.<J ^vei^il .ps'csS.H&tas.aato 
^K^ ii^E of jii-s>tsi.K^ |i0^rttMy £Spabk M j?r^r;iCtiiig whh 
.Siirtac^. TM fsct- tol of -iJics* jsjni5lE:*W5S ,'ib-^a4y 

io- ifttci-^i w^h meKab^sisies may sh«d hghi ■os]t-t§3« 

MAJEMALf> AND MPIOM 
F^sisss f ejj^^s:, Humas ^hr^!?c^?i foisted 
JVoitj iTmiyy ckawR ^asKia. by pJ^Ei^^^iiir^ ehro- 
^fo$raphy m 4mmb$d ilk Pepisttes were s^tsi^ssi^ed 

C&Ykn* €A), Whm itidkMml* i'hs p^skte- had & cyss-drii? 
re^ldy-s at thne C(X>H t^rfssics^^ ^idiisla^ coup^itig of the 
j?epikk to ^olid ph^:'^ 1 ! The c*3mp&siti£R of ihs peptides wss 
vended by ^mino mMy^, 

mizd NRK (13) i^s^d for Ji^ay s. Y'h^ ^pct>ii^ 
wsr« test«d fijr ^31 ^.^.achn^fi -promos JJXg ^yvjty *>y ^ou- 
piisi-g them to microtticr -w*;${$ Xhnmgh s pr^t^jR c^m.§. m 
d^ttihed (:|S r U). hMh'iXkm were cojxkd otsi by 

ifiliib.iSs.tMs by lim ■peptiders wa^ fow^d ici he d^p^fi^esii 53^0^ 
cell mt&ib&f 3i5d imsx of iEcabafen. Bdetly, MRK c^^k wcj^s 
■fieJeasetl from neady c<sES^iie;rst cu§tar^s wk'h. trypsifi tSfemsil, 
washed wish a. solu^OR ^.a^twing ^oyb^an srypstB. .^shsbils.ff- 
(Sigma), m$ \>lm.4 n .a de^sily of S x 10^ ceik. osr ^•eil j;a 
fihfors^cti^ma^d '^di$ g ^k^y ct>tsbi?img pv$- 

ikk. Afc 30 trdn. Re-iTsbaxsftd cells washed '.a.way P 
sstiiched £e£& tlxeif, s^a^ssd,, s^d cef^^d. ^csibatkj?5 
§?K?dia for ^hese g % pztimm 1% &(mm&&$ of D^lbe^co ! s m^xls* 
fled Ogle's m^di^m ffibw Labof^torse$) s^p^knt^R$f?d with 
^im^m/^kMin/m^l^my^ as 2 £sjM> J.fK) ti:a£3$, astf 

^hmmxi at 2 tjag/gat {SigftsA), 

;ssr©tei?s seqtfeKecs wete c?jiid^ot^d by its NasionaJ: Bjo.^iOi- 
sii^to, DC) mm§ ikx pm^am SEARCH, 

Twtf assay* were used t-t? sh^y <hc coyii.irjb^t^v?^ of e^ch s>f 
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w&h " tost&s fihrcsfasesii;:., mil vbe s<8a*;hfi$£jtf t>f NRK 

states^ w& zmtrnd mim Sfl A£ts& mmistr "Data ass: s^fs* 

zzil &i\mhm#m*px&mi$in% actsvay, Fsrs£„' a rx of five- pq> 
tk^s. each diJfsri&g by m\y m& mmft acid, were <x>m^irad: 
In terms- of thdr capacity jo mbiM ;m;Kbmc.m of fifths- &&. a 
sw^sSfs&t* cm£etS mih Snipes tiht&mctm* hi <<&4nkxh 
sbilhy sff of sytt$tese peptides-- dsscstoesS hirse to 
bierast with seJSs was faxmmmd dsj^d^v by usmg & 
amdHft£;at amy a* fawttbsti ill, 12 >. f be mm&s di iXmm 
t&sy &xp^mm.ni^ are shows* irs Hp. I &jsd- 2> re^^vdy. 
and are s^msmd^ m T&bte 1 &Rd 2, 

gSydsss isc^v<> $&cp£t$&£, we ptevk^y sbowjxth&t 

Aim psxKhK-$s atss- tft&etiw ^^•.k^.j, Sij^i^dy, ^khfir of the 

rsm^ a^ftk a^id will? iysme a=sM, f<^.^^c- 

tiY^1>\ reused a ps^Sii^c d^i'ectabk ceSi 

k i^^ ixsstodii (^cyp^^ by mrim i$ ^^ssspattbk with act svity 
b^iiif?i^ r vvb.^?> r^^idu^ Was rejs£»c«4 with ctes^y 
reksfid t;y*;te^ ve^^ij^-, fdi; ^i-v^y j^^iijs^, Thsref- 
fo?i;>, w$ >:e^uv4 <i mss&feer Mps^Mes'wkh this ^nict^m Axg-- 
Oh'-A^p-X. m whkk X stassds fee ^?K>tto i-immo rui- 

Qthsz pmsim ilm &m tap^bk ^ mmrmikm c^h 

lie respite prese^M k F§|. 2 fe^ compM ia Tables 1 

3} sbofw that, b i^^ditu^ %& tbe pr^vioasly cyst^ss,- 

zifrnx with fcjestk^^-^s^^vity!. Ib ^^i^^tv wsitsg c^>^ 
Ss^fs ^.pii^it sift which £y seme hyd^-sypfinSsia^ sithstii-sAie 
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Sfjy^iJ. far :;MsSy ^rosssme sis* stteefeESi«ftt \>f ^RK ^Sls. 

I$3 i-b^: -hM b^^js smtfi^biJ^4 ^;yxty?¥:?>e:, Thz mmtemm 
hiPAi xx&te , Aftm a hhx imi&sikm ^v >: C, ih0m lha& k&d 

aV^fifii. L«"!l>ii^ StMK^ ^f tN: :;?: : t$ ply.l^d. 

appears its be issi^r^ t«> the sisie reca;p^^ by c^Jh thro^h 
the ^ibs^r&e^ •^f\Lcut?v.$ i iTOs^srs) tte bks^ tlbro^cii^, 
Ttm zomhmm h ha.*ed i:<A she <:^m;pki £ tek of ^cavity that 

«^ msde by usbg th^ doss^y mkmi mmm mi 

, a$partic s^MHo ^p-tes one of sh« od^jj^i fcktes. ^^kx- th<;$-o 
eofSMrv^ive- sish^^mbtts give: hj^cdvg. pe^^de-Sj. it %mtm 
m&mm&k to mmkiite- thM ythe:^ teu ckymfy t j ^MM imlm 
&i:hh wmM aSs<f r^n<£^r th-e sc^yettc* inactive* m In case 

m whm valine-: i t2 : ) m: 0)mmk. aeM ^tibKbt^S:^ fw tivi 

Tbe roie ^tay^ by amfcasj iJatskkg ihz Arg C^y- 
sequeiT:^^ k less c;k^ar , W« hav^ s^wa ^<«1i^r that th& 

sid<? of $M Mgimm msi4m t mp&ris knpto^A aajv^y :•.<> 
sho«$ pep?.id^s cotuamk^ it {12}. G« tht: o^bor hm&< fihxm&* 
mn> whkb has the A^<3 ; ty*As$^S^ s^^fice s» ftoR33GEt»a 
with Stassmssfi, 5$ ml $tm$ m pmiwMng tbc M^hm^Rt e>f 
N$iK %$\Ut ihm$i & mmpspti&z mod^^d 

Tab^ l. A^^vsty M um<3\mi m&ki%\im of tbe ^1 ^tac£^6g-^>' 
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fibafss^n s«iiao add: ^se^*- aroutsd ?h*< Arg-C^A^Sex 
t£&^ipy#.iS8 fibdtK.^eR '.^ active 0X1 These kb&eroi^s 

may tithsr rnhmzs m wppt$%* iM activssy 0$ the 

tsftbs af "'aetivity.mdttiJe Mlmg of the t$Jfi^§ttH$$ & sush a 
way as m fii&k& to A^431>'-Asp ssqwea&s mw* for tes&} 
mmteblz far she e&^s&tfaise rees^r m m zmm 
ten<iT&m$ ofihh Meraetkm by a ne&fby smmtf aeui of 
tfrsM mae&sdsms may s«sHtrib«te fts the effects toe 
fcbsfes-vsd whc-si refc&eiag *.hs *exh^ res&tae with i>Chfer amm 

Severn mnm &d&s ob <m$m tfce jsositksa m\m m 

vOj3cca>j:i^ ^hkl? mkH zdds cm mmp? tlm pmtiim. The 
teiizi p^pMm iUittt? ftom Xh$ aetiv^ ^ep-tados- with rep^i jo 
ssver^ wther amisssj $smmn&iti$.xk$ Arg-Gly-Asp s^- 



i?3g: ^ptyes that wfc have l^vg bzm active is) pt^ 

it h Itkdy thm jx n ^h^iimtha of "seste pftv^ixt-, 

wss acsivs, wem^ pr^kted. fern ^« t^^3l^ 
c%sKdfc*x$ ab^vc fbr the mdfeii Ohpefssclssa peptsd*s< **m* 

that syf^im^fig s^qi^^^ on ^gsjitic&nr.ly 
t&^si with r«t^53tk>53 <rf ac:t:i vky , m imn mthis the pz^m, 
The new eel! ^itsicbm^^p-romotifsg peptide ^^cx:> 

bat. ^yi. m otk.zv> m & mwH of ^i^ma^vs RNA sp^ivings (%$h 

P^md^ j)iay pvmes.s; m MSti<>m efi^ atsachms«t A£ 
this poms, stokf h^spretisd wJi ^^isots, 

we hisye rso- yes showsi that S:hi^ b active 

djjT^r^nc^.^ ih^i have been afesefv^d: ^etweert she bMi?gie.sd 
as^v^i&s of jV^rc^ciin^ from 4M^m miters math ^ 

ithe ^tto tatl t^e s-^i^^c^ tmm the otratrse (XK)H ?ex- 
msssius she; li&ronscsin mobcrti^, ^^P^-^l^^^^i^^ 

iM-y m4 m mrm of thm&> ih« X pc^h b^: ^ 

0£ei^d by k rmdaz that wt: have :^^wr to be ^mpaiibk 
wuh «dJ s^iacihm^nt activity. The presence -netf she p 5 ^^mi^];y 
sctiive quince $ m c^iiagens s$ of psnk ii^f nste E^st s:*^ 
re&s^v F\m< wlte&zm have showtj ?o medLiii.e cdl 

aiiotiti of she tei^pep^de s^y^Kei ;^re ^>;pe-t;iaJIy Silni^dSKi 

zkfi)$ thz &2 chats cs^f ty^ I cotton., $M sevei^ 
^s^p^s ^ F^^ent m mfm ztMsgm wp$$ ^ iwv^ Hefs 
se-a^eja^e!^ O^e rex.. These ^e-^?-v^U^^ mmz& ^ 
Afi^Giv^^ ?,^^i!firA!LU> may Jflvojvftd to e?e*£ atf»c : h- 
mtim-m&^m mUv&f <*( cAm®> »^ we 

fc&v^ m &m%t pmoi' &t thh y m& it may sv^h feg that fcfrft ri^ki 

aeti vi$y of nM Axg-0^y-A$ p s.e<^jea^$. Ceil Ibm h^ve Ne^ 
^escnb^i that ^^e:i:s to fibft.'nectvfj b"U5 ra:tf lo \ypir I 
17, 41-431, &ts:^^tiRg a!<>t: (h;t$ oihs.!: «i.eehat\<y,ms m>iy ^ 
mve-ived m the a^^chm^^i of cells to vtthaptt - my evcni. 
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^e-kt^ s^j^ «eki : ^ 1* tlss^ ih«. ^fes; syst^^C: pe?si^^ mtt4 

rn^e setei wy^^s^ wuds: &ati s-e^wlu oMaim^ with' \m* ^re she^ ^ Hg, 2. 



susr re>>.itU'<> poiaf i'O n&w ways. «f cxploAss$ tha jRteras&fejB c*i 
tsllis wish m\i$$$m t 

A v&rtety «lf ^£her ^otdsss cantor* the Arg Glv-As^ 
^oeitta msil Oi^fara* 'have th$ aasssie ssp&ei'Sy 

■gsmtem ilrm h&cmss k js&s-sesses this mqttmm., 

$E<? k ph&$& rmsptot of£. v&lK sesiv^y 'pmwt&$ a&ssdi* 
mmt df' N&K Mis {tispMishsd Thfo lbs 

setim A psnscsitertV" sns-erests^^ esigsd^ssfe. ts I& 

k$*Mm of & ws<te& d^^to-sd. ^c^ntto ^chaRto, the 
emsc^ of tfas xxrmVim iMi mumu%vvi$h 

Gly-Asp *£qiA v «s ;skq must M ^mmr^i.. Thtsffihrn,. which 
h&s an Arg^y-A^vAk $equ«tKe> feme's to ft&ay ty$&& of 

Ths Ar^«C^y-A>;^-AU is sear ?hs maly& m 

&m#Mn m& tmM fee iftv^Svgd m &^mxf&&$ Mm$m% W)> 

i\> in- i^mtk^km. 

ftssistisc^g, wo?fc v^s. ^'.i^or^^i ^by Qm^ CA 3^5^ ^ 
Cs^^y C'ftfi^t ^j::^>n tent C A ^s?^ ^ ' Kat??^ C^^r 

hzmwn> p.. a. ami m& <&m, m.>$w^4m< 

B. '£iij£.^Nguyeft, H. v K^^^to, N. ^: ^, ^ (1^^ 

(5^A; i. ^^^^.^ § ? S51»t^, 
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HI Rk&, €. :M. ^fe. Stc;^^x s J, B. a^O >^o-. :V^r^. 5m, 
31, &L>w&ni^ y IX L, Qwkz. Cs^^f, A. R,, &i*>m F .. 

22.. MiJkr, J. (J^) in B^immHaiar Mi^nx tti^hsmmy, ?4<*. 

<»v-v, Attn Arl^f. M^. 
Skit J.; ?."?.^. 

2?. <> . te^-A^a. A. ^ Ih^hhm-.. R A, 

efev. E. R 4 ^"A-kop, 0. r. (l^i #^^i^fy Si, 
a, Wi»wr f G licys, S. Nwtek Adds ?<<>> W K 

IHshop, t?. H. L. , \hx^&d$i\, j, A. ^ BfOWtikfi , 0 . Q, < S M*\ 

M, ®tttisi\ D, T,. Mite, E, J» it fimh/J. E>;j':p,a^)^kH^- 
Ma^fii^*i>n y S,, 5*#s.*msft> T, E,, : S^if!:jp-kft$fs^ L.. ^ Ckey$ : . 

V>. Item*, 0 - Ali i tj : totr^. A, T., V., |>e^- 

.3?.. U^mi, Ls Sslb<:vi, I, E, & Ca!p ; I... A.- 0^1/. CtMBioi. *l» 

y^ttm<iye? : , T, Ofesy, .S... T>x^. B, E, ^ G^s : 1- 
(E>"?S> E.^. Ctil Mx*. i 4AT-4H. 
39; Ku^^.. S„ H<x&, M>. Oto^, '8. & ■I'tmssK- (111) 

m f Sc^wr, E, ^ C^u;::!, J. (Bm A CWf 36x 2^^E 
4E Bi's5«ft, E. B & Hft^kew, N. B. (i^) to. te, 13®, 

A. & ^wSmssh>v a&H i A'^^ f.i.<.^jA.>^- 3!^, 

^ > . .. Eii>^^k. f> ^. ^ W^*;v\ JX E li^B) /. ^^A, <A^^. 
:P i fei*rs^i + T, B v 'fT-j^?^er^iv H. Stkers-te^^, Vibe-- 
'1^^ A^.ri : A^x. SA. iiM EV?^.A^A 

■S, H. £VJ! A^v. E>6-i4S, 

-X Qkm : %, C, CsFfsey, fX £L. F^i:-&s, i.. W., SE ^. Oififiifi^ 
to, D, D. G#8t»X M^, Eta/2^ s M^^iE, 




